. Production of uroporphyrinogen from porphobilinogen synthesis and destruction. Splenectomy has been reported to improve both the anaemia and the photosensitivity in some cases'11-3 but not in others2,14. Intravenous haematin '5 and transfusions with the induction of polycythaemia'6 can also reduce porphyrin formation in CEP. Unfortunately none of these methods has been generally successful and are potentially hazardous.
A possible association between acute intermittent porphyria and a deficiency of hepatic Wl-5a reductase has been shown17. Thus some endogenous and exogenous hormones and precursors of appropriate structure are metabolized preferentially via the 5,B pathway. The 5j# metabolites like many drugs induce 6-aminolaevulinic acid synthase activity leading to disease exacerbation. In our patient the CAH is well controlled with no evidence for any significant increase in cortisol precursors. Although there is some evidence suggesting that cortisol at high levels may be metabolized preferentially via the 5 jB pathway (Dr J Honour, personal communication), in this case the high ratio of5# to 5a metabolites ofhydrocortisone suggests that there may be a deficiency of hepatic A4-5a reductase. Whatever the mechanism for their production these 5 3 metabolites could explain the high levels of type IH porphyrin excretion since there was no evidence to support a significant haemolytic state.
CAH with 21-hydroxylase deficiency is a relatively common condition but its association with CEP, as well as the anomalous steroid reduction seen in our patient, do not appear to have been described before. Congenital skin defects involving extensive areas ofthe body surface are rare, although isolated, small, circular midline defects of the scalp occur commonly1. An association between extensive lesions and the presence of a twin or triplet fetus papyraceous has previously been reported2', but they have not been described in cases of congenital toxoplasmosis. We present an infant with extensive skin defects and congenital toxoplasmosis who was the sole survivor of a twin pregnancy.
Case report A male baby weighing 2030 g was born at term to a 23-yearold gravida 2, para 2, healthy mother. Extensive, partially healed skin leions, were apparent at delivery (igures 1 and 2). An ultrasonographic scan at 18 weeks gestation had shown a twin pregnancy, however twin 2 was only 12.5 weeks size and no fetal heart beat was detected. Serial scans of the surviving twin demonstrated intrauterine growth retardation but the pregnancy continued to term. After spontaneous onset oflabour, delivery was normal,-apart from some meconium staining of the liquor. A small fetus papyraceous was delivered with the placenta. On examination, in addition to the skin lesions, the only other abnormality noted was that the spleen was palpable 20 mm below the left lower costal margin. The skin lesionis were classified as aplasia cutis congenita. Because the initial investigations showed a platelet count of 99x109/l in the presence of splenomegaly, an intrauterine infection screen was requested. Subsequently congenital toxoplasmosis was confirmed by detection ofantitoxoplasma IgM by ELISA, the toxoplasma antibody dye test was also strongly positive (4000 iulml). Ophthalmologic examination revealed no abnormality. Cerebrospinal fluid was normal and there was no evidence ofcerebral calcification on skull X-ray or cerebral ultrasound. Maternal serum at 12 weeks gestation was subsequently shown to be negative for toxoplasma IgG and IgM and she had no symptoms suggestive oftoxoplasmosis after this date. However, maternal serum collected 5 days after delivery indicated toxoplasmosis acquired during pregnancy, toxoplasma antibody dye test 1000 iutml and toxoplasma IgM antibody detected by ELISA.
The skin lesions healed uneventfully over several weeks, and the platelet count returned to normal. Despite some feeding difficulties, weight gain was satisfactory. He was admitted at age 4 months with respiratory syncytial virus bronchiolitis and rotavirus gastroenteritis.
At four weeks of age the baby was treated with a 3 week course of pyrimethamine, sulfadiazine and folinic acid and it is planned to repeat the 3 week course of therapy on 4 occasions over the first year of life. At the age of 8 months his growth and development remain normal.
Discussion
Studies using ultrasound to detect twin pregnancies in early gestation, suggest that in up to 50% of cases one twin may die early in the first trimester, with little if any detriment to the surviving twin4. However, in pregnancies like this one in which fetal death occurs in the second or third trimester the surviving twin is at particularly high risk for perinatal morbidity and mortality. A review of 14 published reports indicated that 46.2% ofsuch liveborn twins suffered major morbidity or death'. One possible reason for this, is the production ofdefects secondary to vascular interchange of thromboplastin rich material within a conjoined monochorionic placenta, following death ofa co-twin. Some examples of such defects include; aplasia cutis, multicystic encephalomalacia, intestinal atresia, limb maceration and hemifacial microsomia6. Although we have no evidence regarding the zygosity of the twins in our case, we believe that this is the mechanism of the skin defects, which are strikingly similar to those previously reported2'3.
It is very unlikely that the skin lesions were a direct manifestation of congenital toxoplasmosis. Paige et al. 7 reported histopathological details of two fatal cases of congenital toxoplasmosis. Large clusters oftoxoplasmas were found in subcutaneous tissue without associated inflammatory lesions or necrosis.
Discrepancies between the severity of toxoplasmosis in twin pregnancies is well recognized. Couvreur et al.8 reported-14 pairs of twins with congenital toxoplasmosis, in 2 pairs one twin was infected and had symptoms of chorioretinitis or encephalomyelitis, while the other had a negative dye test on repeated examination. Marked differences in the clinical patterns of infection of the two children in a further 6 sets of twins was observed.
We propose that this pregnancy was complicated by subclinical maternal toxoplasmosis in the second trimester. This led to congenital infection which was subclinical in one twin but fatal in the other. Subsequent passage of thromboplastic material via a shared placental circulation resulted in infarction of areas of skin in the survivor.
